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AMENDMENTS 

Please amend the claims as follows. 

1 . (withdrawn) A process for producing a target delivery molecule, which comprises: 

(a) synthesizing a target molecule complex comprising (a s ) a bridging agent selected 
from the group consisting of a transition element, an inner transition element, a neighbor element 
of said transition element and a mixture of any of the foregoing elements; and (b') a complexing 
agent; provided that when said transition element is chromium a chromium target molecule 
complex is synthesized; and 

(b) combining said target molecule into a liposomal matrix to form the target delivery 
molecule. 

2. (withdrawn) The process as defined in claim 1 wherein steps (a) and (b) are 
simultaneously carried out in situ. 

3. (withdrawn) The process of claim 1, wherein said liposomal matrix comprises a charged 
liposomal structure. 

4. (withdrawn) The process of claim 1, wherein said chromium target molecule complex is 
prepared by a method comprising 

(a) combining an aqueous solution of N-(2,6-diisopropylphenylcarbamoylmethyl) 
iminodiacetic acid having a pH between 3.2 and 3.3 with an aqueous solution of a chromium 
compound having a pH between 4.0 and 4.4 to form a reaction solution; 

(b) maintaining the reaction solution at a pH between 3.2 and 3-3 to form a complex 
solution; and 

(c) incubating said complex solution to form said chromium complex. 
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5. (currently amended) As hepatocyte-specific target delivery molecule comprising a 
synthesized water insoluble target molecule comple x, wherein said complex comprises multiple 
linked individual units and a liposome matrix, said multiple link ed individual unit^comprisina: a 
bridging component ageat selected from the group consisting of a transition element, an inner 
transition element, a neighbor element of said transition element and a mixture of any of the 
foregoing elements, and a complexing component ag e nt , provided that when said transition 
element is chromium, a chromium target molecule complex is created, in combination with a 
liposom e matrix. Ww herein said multiple linked individual units are combined with said 
liposome matrix. 

6. (withdrawn) The process of claim 1 which further comprises the step of combining a 
pharmacological agent with the target delivery molecule to form a pharmacological delivery 
system. 

7. (currently amended) A Tbe hepatocyte-specific target delivery system comprising the 
hepatocyte-specific target delivery molecule of claim 5, and w her e in a pharmacological, 
therapeutic, or diagnostic agent is combin e d with said - target deliv e ry mol e cul e to foEm r a a 
h e patocyto sp e cific - targeted delivery . 

8. (currently amended) The hepatocyte-specific targeted delivery system of claim 7, 
wherein $aid pharmacological, therapeutic, or diagnostic agent is s e qu e st e r e d by th e lip oso me 
matrix or ontrappod in the liposomal cor e volum e or associated with said fe e liposome matrix 
s urface or i s otherwise oaoturcd bv the liposom e through tho utilization of combination s of-Aese 
Goqucat e ring means. 

9. (previously presented) The hepatocyte-specific targeted delivery system of claim 7, 
wherein said pharmacological agent comprises insulin or a derivative thereof. 

10. (previously presented) The hepatocyte-specific targeted delivery system of claim 7, 
wherein said pharmacological agent comprises serotonin or a serotoninergic agent 
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1 1 . (currently amended) The hepatocyte-specific targeted delivery system of claim 7, 
wherein said liposome matrix comprises a lipid selected from th e froup consisting of distearoyl 
lecithin, cholesterol, a*** dicetyl phosphate, and a mixtur e of anv of the foregoing lipids. 

12. (canceled) 

13. (currently amended) The hepatocyte-specific targeting target delivery m olecule of claim 
5, wherein said bridging component is chromium comprising 

a liposomal membrane; and 

— a targ e t compl e x cornpriaing (a 1 ) a bridging olomont - or a dissociat e d moi e ty 
th ereof or a water insoluble polynuolcar compl e x or a mixture of the for e going, whore 
s aid dissociated moiety oxiflta with or without metal in tho liposome m e mbran e ; and (b*) 
a completing agent; provided that wh e n s aid bridging el e m e nt is chromium a ohromium 
targ e t mol e cul e compl e x as Ghown in Figur e 2 is pr e s e nt in the h e patocyt e targ e ting 
molecule . 

14. (currently amended) The hepatocyte-specific targoting target delivery molecule of claim 
45 5a wherein said complexing component agent comprises N-(2,6- 
diisopropylphenylcarbamoylmethyl) iminodiacetic acid. 

1 5 . (currently amended) The hepatocyte-speci fic targeting target delivery molecule of claim 
5^ wherein said liposome matrix liposomal m e mbran e comprises a lipid selected from the 

group consisting of distearoyl lecithin, cholesterol, dicetyl phosphate^ and a mixture of the 
foregoing lipids. 

1 6. (currently amended) The hepatocyte-specific targeting molecule of claim 1 5 X wherein 
said lipid liposomal membrane comprises a mixture of distearoyl lecithin, cholesterol and dicetyl 
phosphate. 

17. (currently amended) The hepatocyte-specific targeting molecule of claim 16 a wherein 
said distearoyl lecithin is present in an amount of about 25.5 micro moles/ml, said cholesterol is 
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present in an amount of about 6.85 micro moles/ml and said dicetyl phosphate is present in an 
amount of about 9 A micro moles/ml with 0.465 micro mole$/ml of chromium complex. 

1 8. (currently amended) An article of manufacture for delivering an agent in liposome form 
to fee hepatocytes in the liver A said article comprising a water insoluble chr omium target 
molecule complex or a dissociated moiety thereof and a liposome matrix, where in said target 
molecule complex comprises multiple linked individual units, said multiple linked i ndividual 
units comprising a chromium bridging component and at least one complexin g component or a 
mixture of complexing components, wherein said target molecule complex is so luble in said 
liposome matrix, is specific for cellular hepatocvtes. and is soluble in org anic solvents. 
Containing firot member comprising a chromium target mol e cul e complex or a dissociat e d 
moi e ty thoroof, said first memb e r being solubl e in a second member comprising a liposome 
which is capable of carrying the agent, wh e r e in said first member i s specific for c e llular 
hepatocytes, exhibits a maximum visible ab s orption sp e ctrum at 5250 A, is -s olubl e in organic 
solv o n t o and has a first structural compon e nt which - io chromium and a second and a third 
structural component comprising at l e ast on e compl e xing agent or a mixture of oomplaxiag 
agents . 

19. (currently amended) The article of manufacture of claim 18 4 wherein said complexing 
component a getrt comprises N-(2,6-diisopropylphenylcarbamoylmetbyl)irninodiacetic acid. 

20. (currently amended) The article of manufacture of claim 1 8 4 wherein said the agent 
comprises a therapeutic agent. 

21 . (currently amended) The article of manufacture of claim 1 8 a wherein said &e agent 
comprises a diagnostic agent 

22. (currently amended) A liposomal delivery system directed to hepatocytes of a warm- 
blooded hos t said liposomal delivery system comprising a liposome, at least one water insoluble 
target molecule complex and an active agent, wherein said target molecule complex comprises 
multiple linked individual units, wherein said target molecule complex is soluble in said 
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li posome, and wherein said active agent is associated with said liposome for delivery of said 
agent to said hepatoevtes at least ono bridging agent complex which is insoluble in wat e r and 
solubl e in said lipooome and an active agont doatined to bo delivered to th o hepatooytes which is 
* eairi e d by said lipooome . 

23. (currently amended) The system of claim 22 A wherein said active agent is a therapeutic 
agent. 

24. (currently amended) The system of claim 22 A wherein said active agent is a diagnostic 
agent. 

25. (currently amended) The system of claim 22 A wherein said target molecule bridging ag e nt 
complex comprises a chromium target molecule complex or a dissociated form thereof. 

26. (currently amended) The system of claim 25 x wherein said chromium target molecule 
complex is complexed with N-(2,6-diisopropylphenylcarbamoylmethyl)iminodiacetic acid. 

27. (currently amended) The system of claim 22* wherein said active agent is insulin or a 
derivative thereof. 

28. (currently amended) The system of claim 22, wherein said active agent comprises an 
insulin derivative, said derivative comprising b eing compos e d of a single or several 
combinations of monomelic insulin subunits ranging in composition from one monomelic 
subunit to nine associated monomeric subunits or a combination thereof, wherein at least one of 
said derivatives is associated with said liposome p referentially loads into tho coro or into th e 
mombrano or onto the surfac e of said liposom e for delivery to the hepatocyt e s in - tho livor of a 
warm blooded r h es t . 

29. (withdrawn) A process for producing a hepatocyte directed vesicle comprising the steps 
of: 
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(a) reacting chromium with N<2,6-diisopropylphenylcarb^ 
acid to form a chromium target molecule complex, and 

(b) adding the chromium target molecule complex to a liposome to form the 
hepatocyte directed vesicle. 

30. (canceled) 

31. (withdrawn) A process for producing a hepatocyte directed vesicle comprising the steps 
of: 

(a) reacting a suitable metal selected from a transition metal other than chromium, an 
inner transition metal, a neighbor metal of said transition metal and a mixture of any of the 
foregoing metals with a suitable complexing agent to form a target molecule complex; and 

(b) adding said complex to a liposome to form a hepatocyte directed vesicle. 

32. (currently amended) A composition for delivering an active agent to a target site in a 
mammal , wherein said composition comprises a hepatocyte-specific target delivery molecule 
comprising a water insoluble target molecule complex, wherein said complex comprises multiple 
linked individual units and a liposome matrix, said multiple linked individua l units comprising: a 
bridging component selected from the group consisting of a transition element a n inner 
transition element a neighbor element of said transition elemen t and a mixture of any of the 
foregoing elements, and a completing component provided that when said t ransition element is 
chromium, a chromium target molecule complex is created, wherein said multip le linked 
individual units are combined with said liposome matrix, which compris e 53 a transport ag e a t 
comprising a liposome) having a ss ociated ther e with a bridging - agent s e l e cted from a metal 
complex, a dissociat e d form ther e of or a water insoluble polynuoloar complex or a mixtur e of 
pny of tho foregoing; wh e r e said di s sociat e d form exists with or without metal pr e sent in said 
lipoGomo; - provided that wh e n compound chromium 46H AScdL, it is pres e nt as a chromium target 
molecule compl e x or a dissociated foim - thereof 
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33. (currently amended) The composition of go defin e d in claim 32 a wherein said liposome 
matrix c omprises a lipid selected from the group consisting of distearoyl lecithin, cholesterol, 
dicetylphosphate and a mixture of any of the foregoing lipids. 

34. (currently amended) The composition of as d e fin e d in claim 33 32. wherein said lipid 
liposom e comprises a mixture of distearoyl lecithin, cholesterol, and dicetyl phosphate. 

35. (currently amended) The composition of as d e fined in claim 32 A which further comprising 
compris e s an active agent associated with said liposome matrix . 

36. (currently amended) The composition as defined in claim 35^ wherein said active agent is 
selected from the group consisting of i nsulin, a derivative thereof, and o r serotonin. 

37. (withdrawn) A chromium complex which is prepared by a method comprising 

(a) combining an aqueous solution of N-(2,6-diisopropylphenylcarbamoylmethyl) 
iminodiacetic acid having an pH between 3.2 and 3.3 with an aqueous solution of a chromium 
compound having a pH between 4.0 and 4.4 to form a reaction solution; 

(b) maintaining the reaction solution at a pH between 3.2 and 3.3 to form a complex 
solution; and 

(c) incubating said complex solution to form the chromium complex. 

38. (withdrawn) The complex of claim 37, wherein said chromium compound is chromium 
(EOT) chloride hexahydrate. 

39. (withdrawn) A water-insoluble hepatocyte targeting complex comprising chromium 
(bis)[ N-(2 ; 6-diisopropyIphenylcarbamoylmethyl)iminodiacetic acid]. 

40. (withdrawn) An organic soluble chromium target molecule complex formed by 
combining N-(2 9 6-diisopropylphenylcarbamoylmethyl)iminodiacetic acid and chromium (ID) 



8 

PAGE 10/1 1 * RCVD AT 2/9/2006 4:42:38 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-6/28 * DNIS:273830Q * CSID:215 5691867 * DURATION (mm-ss):02-22 



02V08»/06 16:51 FAX 215 5691867. 



DRINKER BIDDLE 



SlOll 



47589-5001US1 

chloride which demonstrates targeting ability for the hepatocytes of the liver in a warm-blooded 
host. 

41 . (withdrawn) The complex of claim 40 wherein an atom of chromium is bound to two 
molecules of said iminodiacetic acid and is insoluble in aqueous media. 



42. 



43. 



44. 



45. 



46. 



47. 



48. 



(canceled) 
(canceled) 
(canceled) 
(canceled) 
(canceled) 
(canceled) 
(canceled) 



Respectfully Submitted, 
W. BLAIR GEHO ET AL. 
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